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Background 

I+ Hib vaccines and DTaP vaccines were 

‘evaluated with concurrent OPV 

in pre-licensure studies 

&No studies had been published comparing 

the immune responses to Hib and DTaP 

whe,n co-administered with IPV vs. OPV 
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Study Design 

4 mo. 

A OPV+DTaP+PRP-T OPV+DTaP+PRP-T OPV+DTaP+PRP-T 

B OPV+DTaP/PRP-T OPV+DTaP/PRP-T OPV+DTaP/PRP-T 

C IPV+ DTaP/PRP-T IPV+ DTaP/PRP-T OPV+DTaP/PRP-T 

D IPv+ DTaP/PRP-T IPV+ DTaP/PRP-T IPV+ DTaP/PRP-T 
I 



Vaccines 

DTaP : Tripedia* 

PRP-T: ActHlB” 

DTAP / PRP-T: TriHIBit* 

IPV: IPoL* 

OPV: Orimune 
1 

*Manufactured and donated by Adventis Pasteur 



Injection Sites 

Right Thigh Left Thigh 

PRP-T 

Ipv 

DTaP 

DTaPlPRP-T 



Primary Objective 

To confirm that the experimental treatment 

arms (B, C, D) are non-inferior to the 

standard arm (A) with respect to the 

proportion of children achieving protective 

levels of Ab to polioviruses 1 9 2, 3; tetanus 

! Toxin; diphtheria toxin; and Hib. 



Sample Size for 
Establishing Equivalence 

l Based on proportion of children achieving 
> 1.0 pglml anti-PRP 

l Experimental arm equivalent 
to reference arm if upper bound of 95% Cl for 
difference in proportion of reference arm 
- experimental arm 5 10% 

l 90% power if 95% of children attain 

15 rotective levels 



Number of Subjects 

A 123 112 

B 132 125 

C 133 118 . 
D -. 130 118 

* # enrolled who had a post-dose 3 anti-PRP result 



Serology 
Blood drawn 1 month after dose 3 

Antibodies measured to : 

PRP 

PT 

FHA 

TT 

DT 

RIA* 

ELISAt 

ELlSAt 

ELISAt 

Neutralizationt 
Polio types 1,2, 3 Neutralizationt 

I 
“Adventis Pasteur, USA; tG. Losonsky 



2.5 

0 

Anti-PRP GMCs 

DTaP+PRP-T DTaP/PRP-T DTaP/PRP-T DTaP/PRP-T 

I 
+OPV +OPV +IPV,OPV +IPV 

PP: A vs. B, P=0.14 B vs. C, P=.OOOl ITT: A vs. B, P=O.O6 
A vs. C, P=.OOOl 

B vs. C, P= .0005 
B vs. D, P=.OOOl A vs. C, P=.OOOl 

A vs. D, P=.OOOl 
B vs. D, P=.OOOl 

A vs. D, P=.OOOl 



1001 

95-/ 

90 -/ 

85 -/ 

80~’ 

75 -/ 

70-/ 

65 -/ 

60 -/ 

55 -/ 

5oL 

% Anti-PRP > .I5 (Ig!mI 

DTaP+PRP-T DTaP/PRP-T DTaP/PRP-T DTaP/PRP-T 
+OPV + OPV + IPV, OPV +IPV 

PP: A i’p B, P=.ll B vs C, P=.O6 
A vk C, P-.0005 B vs D, P=.O2 

ITT: A vs B, P=.ll B vs C, P=.O6 

A vs D, P=.OOOl 
A vs C, P=.OOO3 B vs D, P=.O3 
A vs D, P=.OOOl 



90 

85 

80 

75 

70 

65 

60 

55 

50 

45 

40 

% Anti-PRP > 1.0 pg/mI 

DTaP+PRP-T DTaP/PRP-T DTaP/PRP-T DTaP/PRP-T 
+ OPV + OPV + IPV, OPV + IPV 

PP: A vs d, P=.63 B vs C, P=.OOO6 ITT: A vs B, P=.44 B vs C, P=.OOl 
A vs C, P=.OOOl B vs D, P=.OOOO4 A vs C, P=.OOOO7 B vs D, P=.OOOO3 
A vs D, P=.OOOOO7 A vs D, P=.OOOOOl 



Differences in Proportions (95% Cl) 
(Intent to Treat) 

Comparison Z .15pglml > 1.0 pg/mI - 
A vs B (p,-P,) -4.4% (-9.1, 0.2) -4.1% (13.9, 5.7%) 

A vs C (PC-p,) -11.9% (-18.1 y -5.7) -22.7% (-33.5, -12.0) 

A VS D &-PA) -13.0% (-19.5, -1.2) -29.0% (-40.0, - 18.1) 

B vs C (P,-P,) -7.5% (-14.6, -0.4) -18.6% (-29.6, -7.7) 

B vs ‘b (P,-P,) - 8.5% (-15.9, -1.2) -25.0% (-36.1 y -13.8) 
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Post-Dose 4 Anti-PRP Results 

l 47 children had post dose 3 anti-PRP 5. .I5 pglml 

l Blood obtained on 43 between I- 8 mo. post-dose 4 
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Hib Vaccine Received as 4th Dose 
1 
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0.6 -- 
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Time Between Dose 4 and Blood 
by Site 

, 

VTEU 

Baylor 

Gamble 

Rochester 

St. Louis 

Maryland 
[ 

# 
11 

7 

5 

5 

15 

s from Vaccination to Blood I 
Min Max Mean Median 
22 179 64 35 
31 208 69 43 
28 34 29 28 

28 43 37 40 

28 242 121 



Anti-PRP Level vs. Time from Vaccination 
0.6 ; 

i 
A & F are the 2 U MD Sites 
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Conclusion 

In this trial, concurrent IPV 

interfered with the primary anti-PRP 

response to this lot of this 

DTaP/PRP-T vaccine 


